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e.g., identification of professional or
convenience services provided by the
pharmacy: Provided, That such infor-
mation is neither false nor misleading
and contains no representation or sug-
gestion concerning the drug product’s
safety, effectiveness, or indications for
use.

(4) The price stated in the reminder
advertisement or reminder labeling as
that charged for a prescription shall in-
clude all charges to the consumer in-
cluding, but not limited to, the cost of
the drug product, professional fees, and
handling fees, if any. Mailing fees and
delivery fees, if any, may be stated sep-
arately and without repetition.

(b) This exemption from §§201.100 and
202.1 of this chapter is applicable to all
prescription drug reminder labeling
and reminder advertisements solely in-
tended to provide consumers with in-
formation regarding the price charged
for prescriptions including price lists,
catalogs, and other promotional mate-
rial, whether mailed, posted in a phar-
macy, placed in a newspaper, or aired
on radio or television.

(c) Any reminder advertisement or
reminder labeling intended to provide
consumers with prescription price in-
formation which is not in compliance
with this section shall be the subject of
appropriate regulatory action. Such ac-
tion may be taken against the product
and/or the responsible person.

[40 FR 58799, Dec. 18, 1975]
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Subpart F—Labeling Claims for Drugs in
Drug Efficacy Study

201.200 Disclosure of drug efficacy study
evaluations in labeling and advertising.

Subpart G—Specific Labeling
Requirements for Specific Drug Products

201.300 Notice to manufacturers, packers,
and distributors of glandular prepara-
tions.

201.301 Notice to manufacturers, packers,
and distributors of estrogenic hormone
preparations.

201.302 Notice to manufacturers, packers,
and distributors of drugs for internal use
which contain mineral oil.

201.303 Labeling of drug preparations con-
taining significant proportions of winter-

green oil.

201.304 Tannic acid and barium enema prep-
arations.

201.305 Isoproterenol inhalation prepara-
tions (pressurized aerosols, nebulizers,

powders) for human use; warnings.

201.306 Potassium salt preparations in-
tended for oral ingestion by man.

201.307 Sodium phosphates; package size
limitation, warnings, and directions for
over-the-counter sale.

201.308 Ipecac syrup; warnings and direc-
tions for use for over-the-counter sale.
201.309 Acetophenetidin  (phenacetin)-con-
taining preparations; necessary warning

statement.

201.310 Phenindione; labeling of drug prep-
arations intended for use by man.

201.311 [Reserved]

201.312 Magnesium sulfate heptahydrate;
label declaration on drug products.

201.313 Estradiol labeling.

201.314 Labeling of drug preparations con-
taining salicylates.

201.315 Over-the-counter drugs for minor
sore throats; suggested warning.

201.316 Drugs with thyroid hormone activity
for human use; required warning.

201.317 Digitalis and related cardiotonic

drugs for human use in oral dosage
forms; required warning.
201.319 Water-soluble gums, hydrophilic

gums, and hydrophilic mucilloids (in-
cluding, but not limited to agar, alginic
acid, calcium polycarbophil,
carboxymethylcellulose sodium, carra-
geenan, chondrus, glucomannan ((B-1,4
linked) polymannose acetate), guar gum,
karaya gum, kelp, methylcellulose,
plantago seed (psyllium), polycarbophil
tragacanth, and xanthan gum) as active
ingredients; required warnings and direc-
tions.

201.320 Warning statements for drug prod-
ucts containing or manufactured with
chlorofluorocarbons or other ozone-de-
pleting substances.
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201.322 Over-the-counter drug products con-
taining internal analgesic/antipyretic ac-
tive ingredients; required alcohol warn-
ing.

201.323 Aluminum in large and small vol-
ume parenterals used in total parenteral
nutrition.

APPENDIX A TO PART 201—EXAMPLES OF
GRAPHIC ENHANCEMENTS USED BY FDA

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 353,
355, 358, 360, 360b, 360gg-360ss, 371, 374, 379%; 42
U.S.C. 216, 241, 262, 264.

SOURCE: 40 FR 13998, Mar. 27, 1975, unless
otherwise noted.

Subpart A—General Labeling
Provisions

§201.1 Drugs; name and place of busi-
ness of manufacturer, packer, or
distributor.

(a) A drug or drug product (as defined
in §320.1 of this chapter) in finished
package form is misbranded under sec-
tion 502 (a) and (b)(1) of the act if its
label does not bear conspicuously the
name and place of business of the man-
ufacturer, packer, or distributor. This
paragraph does not apply to any drug
or drug product dispensed in accord-
ance with section 503(b)(1) of the act.

(b) As used in this section, and for
purposes of section 502 (a) and (b)(1) of
the act, the manufacturer of a drug
product is the person who performs all
of the following operations that are re-
quired to produce the product: (1) Mix-
ing, (2) granulating, (3) milling, (4)
molding, (5) lyophilizing, (6) tableting,
(7) encapsulating, (8) coating, (9) steri-
lizing, and (10) filling sterile, aerosol,
or gaseous drugs into dispensing con-
tainers.

(c) If no person performs all of the
applicable operations listed in para-
graph (b) of this section, no person may
be represented as manufacturer except
as follows:

(1) If the person performs more than
one half of the applicable operations
listed in paragraph (b) of this section
and acknowledges the contribution of
other persons who have performed the
remaining applicable operations by
stating on the product label that ‘“‘Cer-
tain manufacturing operations have
been performed by other firms.”’; or
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(2) If the person performs at least one
applicable operation listed in para-
graph (b) of this section and identifies
by appropriate designation all other
persons who have performed the re-
maining applicable operations, e.g.,
““Made by (Person A), Filled by (Person
B), Sterilized by (Person C)’; or

(3) If the person performs at least one
applicable operation listed in para-
graph (b) of this section and the person
is listed along with all other persons
who have performed the remaining ap-
plicable operations as ‘‘joint manufac-
turers.” A list of joint manufacturers
shall be qualified by the phrase ‘‘Joint-
ly Manufactured By ,”7 and
the names of all of the manufacturers
shall be printed together in the same
type size and style; or

(4) If the person performs all applica-
ble operations listed in paragraph (b) of
this section except for those operations
listed in paragraph (d) of this section.
For purposes of this paragraph, person,
when it identifies a corporation, in-
cludes a parent, subsidiary, or affiliate
company where the related companies
are under common ownership and con-
trol.

(d) The Food and Drug Administra-
tion finds that it is the common prac-
tice in the drug industry to contract
out the performance of certain manu-
facturing operations listed in para-
graph (b) of this section. These oper-
ations include: (1) Soft-gelatin encap-
sulating, (2) aerosol filling, (3) steri-
lizing by irradiation, (4) lyophilizing,
and (5) ethylene oxide sterilization.

(e) A person performs an operation
listed in paragraph (b) of this section
only if the operation is performed, in-
cluding the performance of the appro-
priate in-process quality control oper-
ations, except laboratory testing of
samples taken during processing, as
follows:

(1) By individuals, a majority of
whom are employees of the person and,
throughout the performance of the op-
eration, are subject to the person’s di-
rection and control;

(2) On premises that are continuously
owned or leased by the person and sub-
ject to the person’s direction and con-
trol; and

(3) On equipment that is continu-
ously owned or leased by the person. As
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used in this paragraph, person, when it
identifies a corporation, includes a par-
ent, subsidiary, or affiliate company
where the related companies are under
common ownership and control.

(f) The name of the person rep-
resented as manufacturer under para-
graph (b) or (c) of this section must be
the same as either (1) the name of the
establishment (as defined in §207.3(b) of
this chapter) under which that person
is registered at the time the labeled
product is produced or (2) the reg-
istered establishment name of a par-
ent, subsidiary, or affiliate company
where the related companies are under
common ownership and control. In ad-
dition, the name shall meet the re-
quirements of paragraph (g) of this sec-
tion.

(g) The requirement for declaration
of the name of the manufacturer, pack-
er, or distributor shall be deemed to be
satisfied, in the case of a corporate per-
son, only by the actual corporate
name, except that the corporate name
may be the name of a parent, sub-
sidiary, or affiliate company where the
related companies are under common
ownership and control. The corporate
name may be preceded or followed by
the name of the particular division of
the corporation. ‘““‘Company,” ‘“‘Incor-
porated,” etc., may be abbreviated or
omitted and ““The’ may be omitted. In
the case of an individual, partnership,
or association, the name under which
the business is conducted shall be used.

(h)(1) Except as provided in this sec-
tion, no person other than the manu-
facturer, packer, or distributor may be
identified on the label of a drug or drug
product.

(2) The appearance on a drug product
label of a person’s name without quali-
fication is a representation that the
named person is the sole manufacturer
of the product. That representation is
false and misleading, and the drug
product is misbranded under section
502(a) of the act, if the person is not
the manufacturer of the product in ac-
cordance with this section.

(3) If the names of two or more per-
sons appear on the label of a drug or
drug product, the label may identify
which of the persons is to be contacted
for further information about the prod-
uct.
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(4) If a trademark appears on the
drug or drug product label or appears
as a mark directly on the drug product
(e.g., tablet or capsule), the label may
identify the holder or licensee of the
trademark. The label may also state
whether the person identified holds the
trademark or is licensee of the trade-
mark.

(5) If the distributor is named on the
label, the name shall be qualified by
one of the following phrases: ‘“Manu-

factured for ””, “Distributed
by . “*“Manufactured by

for ”’, “*“Manu-
factured for by
“Distributor: 7, “Marketed
by ”’. The qualifying phrases

may be abbreviated.

(6) If the packer is identified on the
label, the name shall be qualified by
the phrase *““Packed by ” or
“Packaged by . The quali-
fying phrases may be abbreviated.

(i) The statement of the place of busi-
ness shall include the street address,
city, State, and ZIP Code. For a foreign
manufacturer, the statement of the
place of business shall include the
street address, city, country, and any
applicable mailing code. The street ad-
dress may be omitted if it is shown in
a current city directory or telephone
directory. The requirement for inclu-
sion of the ZIP Code shall apply to con-
sumer commodity labels developed or
revised after July 1, 1969. In the case of
nonconsumer packages, the ZIP Code
shall appear either on the label or the
labeling (including the invoice).

(J) If a person manufactures, packs,
or distributes a drug or drug product at
a place other than the person’s prin-
cipal place of business, the label may
state the principal place of business in
lieu of the actual place where such
drug or drug product was manufactured
or packed or is to be distributed, unless
such statement would be misleading.

(k) Paragraphs (b), (c), (d), (e), and (f)
of this section, do not apply to the la-
beling of drug components.

() A drug product is misbranded
under section 502(a) of the act if its la-
beling identifies a person as manufac-
turer, packer, or distributor, and that
identification does not meet the re-
quirements of this section.
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(m) This section does not apply to bi-
ological drug products that are subject
to the requirements of section 351 of
the Public Health Service Act, 42
U.S.C. 262.

[45 FR 25775, Apr. 15, 1980; 45 FR 72118, Oct.
31, 1980, as amended at 48 FR 37620, Aug. 19,
1983]

§201.2 Drugs and devices; National

Drug Code numbers.

The National Drug Code (NDC) num-
ber is requested but not required to ap-
pear on all drug labels and in all drug
labeling, including the label of any pre-
scription drug container furnished to a
consumer. If the NDC number is shown
on a drug label, it shall be displayed as
required in §207.35(b)(3) of this chapter.

[40 FR 52002, Nov. 7, 1975]

§201.5 Drugs; adequate directions for
use.

Adequate directions for use means di-
rections under which the layman can
use a drug safely and for the purposes
for which it is intended. (Section
201.128 defines ‘‘intended use.””) Direc-
tions for use may be inadequate be-
cause, among other reasons, of omis-
sion, in whole or in part, or incorrect
specification of:

(a) Statements of all conditions, pur-
poses, or uses for which such drug is in-
tended, including conditions, purposes,
or uses for which it is prescribed, rec-
ommended, or suggested in its oral,
written, printed, or graphic adver-
tising, and conditions, purposes, or
uses for which the drug is commonly
used; except that such statements shall
not refer to conditions, uses, or pur-
poses for which the drug can be safely
used only under the supervision of a
practitioner licensed by law and for
which it is advertised solely to such
practitioner.

(b) Quantity of dose, including usual
quantities for each of the uses for
which it is intended and usual quan-
tities for persons of different ages and
different physical conditions.

(c) Frequency of administration or
application.

(d) Duration of administration or ap-
plication.

(e) Time of administration or appli-
cation (in relation to time of meals,
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time of onset of symptoms, or other
time factors).

(f) Route or method of administra-
tion or application.

(g) Preparation for use, i.e., shaking,
dilution, adjustment of temperature,
or, other manipulation or process.

[41 FR 6908, Feb. 13, 1976]

§201.6 Drugs; misleading statements.

(a) Among representations in the la-
beling of a drug which render such drug
misbranded is a false or misleading
representation with respect to another
drug or a device or a food or cosmetic.

(b) The labeling of a drug which con-
tains two or more ingredients may be
misleading by reason, among other rea-
sons, of the designation of such drug in
such labeling by a name which includes
or suggests the name of one or more
but not all such ingredients, even
though the names of all such ingredi-
ents are stated elsewhere in the label-
ing.

[41 FR 6908, Feb. 13, 1976]

§201.10 Drugs; statement of ingredi-
ents.

(@) The ingredient information re-
quired by section 502(e) of the Federal
Food, Drug, and Cosmetic Act shall ap-
pear together, without any intervening
written, printed, or graphic matter, ex-
cept the proprietary names of ingredi-
ents, which may be included with the
listing of established names, and such
statements as ‘“Warning—May be habit
forming” that are specifically required
for certain ingredients by the act or
regulations in this chapter.

(b) The term ingredient applies to any
substance in the drug, whether added
to the formulation as a single sub-
stance or in admixture with other sub-
stances.

(c) The labeling of a drug may be
misleading by reason (among other rea-
sons) of:

(1) The order in which the names of
the ingredients present in the drug ap-
pear in the labeling, or the relative
prominence otherwise given such
names.

(2) Failure to reveal the proportion
of, or other fact with respect to, an in-
gredient present in such drug, when
such proportion or other fact is mate-
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rial in the light of the representation
that such ingredient is present in such
drug.

(3) The employment of a fanciful pro-
prietary name for a drug or ingredient
in such a manner as to imply that the
drug or ingredient has some unique ef-
fectiveness or composition when, in
fact, the drug or ingredient is a com-
mon substance, the Ilimitations of
which are readily recognized when the
drug or ingredient is listed by its es-
tablished name.

(4) The featuring in the labeling of
inert or inactive ingredients in a man-
ner that creates an impression of value
greater than their true functional role
in the formulation.

(5) Designation of a drug or ingre-
dient by a proprietary name that, be-
cause of similarity in spelling or pro-
nunciation, may be confused with the
proprietary name or the established
name of a different drug or ingredient.

(d)(1) If the drug is in tablet or cap-
sule form or other unit dosage form,
any statement of the quantity of an in-
gredient contained therein shall ex-
press the quantity of such ingredient in
each such unit. If the drug is not in
unit dosage form, any statement of the
quantity of an ingredient contained
therein shall express the amount of
such ingredient in a specified unit of
weight or measure of the drug, or the
percentage of such ingredient in such
drug. Such statements shall be in
terms that are informative to licensed
practitioners, in the case of a prescrip-
tion drug, and to the layman, in the
case of a nonprescription drug.

(2) A statement of the percentage of
an ingredient in a drug shall, if the
term percent is used without qualifica-
tion, mean percent weight-in-weight, if
the ingredient and the drug are both
solids, or if the ingredient is a liquid
and the drug is a solid; percent weight
in volume at 68 °F. (20 °C.), if the ingre-
dient is a solid and the drug is a liquid;
and percent volume in volume at 68 °F.
(20 °C.), if both the ingredient and the
drug are liquids, except that alcohol
shall be stated in terms of percent vol-
ume of absolute alcohol at 60 °F. (15.56
°C.).

(e) A derivative or preparation of a
substance named in section 502(e) of
the act is an article derived or prepared



Food and Drug Administration, HHS

from such substance by any method,
including actual or theoretical chem-
ical action.

() If an ingredient is a derivative or
preparation of a substance specifically
named in section 502(e) of the act and
the established name of such ingre-
dient does not indicate that it is a de-
rivative or preparation of the parent
substance named in section 502(e) of
the act, the labeling shall, in conjunc-
tion with the listing of the established
name of such ingredient, declare that
such article is a derivative or prepara-
tion of such parent substance.

(9)(1) If the label or labeling of a pre-
scription drug bears a proprietary
name or designation for the drug or
any ingredient thereof, the established
name, if such there be, corresponding
to such proprietary name or designa-
tion shall accompany such proprietary
name or designation each time it is
featured on the label or in the labeling
for the drug; but, except as provided in
this subparagraph, the established
name need not be used with the propri-
etary name or designation in the run-
ning text of the label or labeling. On
any label or page of labeling in which
the proprietary name or designation is
not featured but is used in the running
text, the established name shall be
used at least once in the running text
in association with such proprietary
name or designation and in the same
type size used in such running text:
Provided, however, That if the propri-
etary name or designation is used in
the running text in larger size type,
the established name shall be used at
least once in association with, and in
type at least half as large as the type
used for, the most prominent presen-
tation of the proprietary name or des-
ignation in such running text. If any
labeling includes a column with run-
ning text containing detailed informa-
tion as to composition, prescribing,
side effects, or contraindications and
the proprietary name or designation is
used in such column but is not featured
above or below the column, the estab-
lished name shall be used at least once
in such column of running text in asso-
ciation with such proprietary name or
designation and in the same type size
used in such column of running text:
Provided, however, That if the propri-
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etary name or designation is used in
such column of running text in larger
size type, the established name shall be
used at least once in association with,
and in type at least half as large as the
type used for, the most prominent pres-
entation of the proprietary name or
designation in such column of running
text. Where the established name is re-
quired to accompany or to be used in
association with the proprietary name
or designation, the established name
shall be placed in direct conjunction
with the proprietary name or designa-
tion, and the relationship between the
proprietary name or designation and
the established name shall be made
clear by use of a phrase such as “‘brand
of”” preceding the established name, by
brackets surrounding the established
name, or by other suitable means.

(2) The established name shall be
printed in letters that are at least half
as large as the letters comprising the
proprietary name or designation with
which it is joined, and the established
name shall have a prominence com-
mensurate with the prominence with
which such proprietary name or des-
ignation appears, taking into account
all pertinent factors, including typog-
raphy, layout, contrast, and other
printing features.

(h)(1) In the case of a prescription
drug containing two or more active in-
gredients, if the label bears a propri-
etary name or designation for such
mixture and there is no established
name corresponding to such propri-
etary name or designation, the quan-
titative ingredient information re-
quired on the label by section 502(e) of
the act shall be placed in direct con-
junction with the most prominent dis-
play of the proprietary name or des-
ignation. The prominence of the quan-
titative ingredient information shall
bear a reasonable relationship to the
prominence of the proprietary name.

(2) If the drug is packaged in a con-
tainer too small to bear the quan-
titative ingredient information on the
main display panel, the quantitative
ingredient information required by sec-
tion 502(e) of the act may appear else-
where on the label, even though the
proprietary name or designation ap-
pears on the main display panel of the



§201.15

label; but side- or back-panel place-
ment shall in this case be so arranged
and printed as to provide size and
prominence of display reasonably re-
lated to the size and prominence of the
front-panel display.

(i) A drug packaged in a container
too small or otherwise unable to ac-
commodate a label with sufficient
space to bear the information required
for compliance with section 502(e)(1)
(A)(ii) and (B) of the act shall be ex-
empt from compliance with those
clauses: Provided, That:

(1) The label bears:

(i) The proprietary name of the drug;

(ii) The established name, if such
there be, of the drug;

(iii) An identifying
number; and

(iv) The name of the manufacturer,
packer, or distributor of the drug; and

(2) All the information required to
appear on the label by the act and the
regulations in this chapter appears on
the carton or other outer container or
wrapper if such carton, outer con-
tainer, or wrapper has sufficient space
to bear such information, or such com-
plete label information appears on a
leaflet with the package.

lot or control

§201.15 Drugs; prominence of required
label statements.

(a) A word, statement, or other infor-
mation required by or under authority
of the act to appear on the label may
lack that prominence and conspicuous-
ness required by section 502(c) of the
act by reason, among other reasons, of:

(1) The failure of such word, state-
ment, or information to appear on the
part or panel of the label which is pre-
sented or displayed under customary
conditions of purchase;

(2) The failure of such word, state-
ment, or information to appear on two
or more parts or panels of the label,
each of which has sufficient space
therefor, and each of which is so de-
signed as to render it likely to be,
under customary conditions of pur-
chase, the part or panel displayed;

(3) The failure of the label to extend
over the area of the container or pack-
age available for such extension, so as
to provide sufficient label space for the
prominent placing of such word, state-
ment, or information;
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(4) Insufficiency of label space for the
prominent placing of such word, state-
ment, or information, resulting from
the use of label space for any word,
statement, design, or device which is
not required by or under authority of
the act to appear on the label;

(5) Insufficiency of label space for the
prominent placing of such word, state-
ment, or information, resulting from
the use of label space to give materi-
ally greater conspicuousness to any
other word, statement, or information,
or to any design or device; or

(6) Smallness or style of type in
which such word, statement, or infor-
mation appears, insufficient back-
ground contrast, obscuring designs or
vignettes, or crowding with other writ-
ten, printed, or graphic matter.

(b) No exemption depending on insuf-
ficiency of label space, as prescribed in
regulations promulgated under section
502 (b) or (e) of the act, shall apply if
such insufficiency is caused by:

(1) The use of label space for any
word, statement, design, or device
which is not required by or under au-
thority of the act to appear on the
label;

(2) The use of label space to give
greater conspicuousness to any word,
statement, or other information than
is required by section 502(c) of the act;
or

(3) The use of label space for any rep-
resentation in a foreign language.

(©)(1) All words, statements, and
other information required by or under
authority of the act to appear on the
label or labeling shall appear thereon
in the English language: Provided, how-
ever, That in the case of articles dis-
tributed solely in the Commonwealth
of Puerto Rico or in a Territory where
the predominant language is one other
than English, the predominant lan-
guage may be substituted for English.

(2) If the label contains any represen-
tation in a foreign language, all words,
statements, and other information re-
quired by or under authority of the act
to appear on the label shall appear
thereon in the foreign language.

(3) If the labeling contains any rep-
resentation in a foreign language, all
words, statements, and other informa-
tion required by or under authority of
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the act to appear on the label or label-
ing shall appear on the labeling in the
foreign language.

[41 FR 6908, Feb. 13, 1976]

§201.16 Drugs; Spanish-language
version of certain required state-
ments.

An increasing number of medications
restricted to prescription use only are
being labeled solely in Spanish for dis-
tribution in the Commonwealth of
Puerto Rico where Spanish is the pre-
dominant language. Such labeling is
authorized under §201.15(c). Two re-
quired warnings, the wording of which
is fixed by law in the English language,
are presently being translated in var-
ious ways, from literal translation to
loose interpretation. The statutory na-
ture of these two statements requires
that the translation must convey the
meaning properly, in order to avoid
confusion and dilution of the purposes
of the warnings. The Commissioner of
Food and Drugs hereby adopts the fol-
lowing Spanish-language versions as
the accepted equivalents of the English
wording of the following:

(a) Section 503(b)(4) of the Federal
Food, Drug, and Cosmetic Act requires
the statement ‘‘Caution: Federal law
prohibits dispensing without prescrip-
tion.”” The Spanish version of this shall
be: “Precaucion: La ley Federal
prohibe su despacho sin prescripcion
facultativa.”

(b) Section 502(d) of the Federal
Food, Drug, and Cosmetic Act requires
the statement ‘““Warning—May be habit
forming”’ on habit-forming drugs. The
Spanish version of this shall be:
**Aviso—Puede formar habito o vicio.”

[41 FR 6908, Feb. 13, 1976]

§201.17 Drugs; location of expiration
date.

When an expiration date of a drug is
required, e.g., expiration dating of drug
products required by §211.137 of this
chapter, it shall appear on the imme-
diate container and also the outer
package, if any, unless it is easily leg-
ible through such outer package. How-
ever, when single-dose containers are
packed in individual cartons, the expi-
ration date may properly appear on the
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individual carton instead of the imme-
diate product container.

[43 FR 45076, Sept. 29, 1978]

§201.18 Drugs; significance of control
numbers.

The lot number on the label of a drug
should be capable of yielding the com-
plete manufacturing history of the
package. An incorrect lot number may
be regarded as causing the article to be
misbranded.

§201.19 Drugs; use of term “infant”.

The regulations affecting special die-
tary foods (§105.3(e) of this chapter) de-
fine an infant as a child not more than
12 months old. Apart from this, the
Food and Drug Administration has not
established any definition of the term
infant. Some question has arisen
whether, for the purposes of drug label-
ing, an infant means a child up to 1
year of age or a child up to 2 years of
age. Until the term is more precisely
defined by legislation or formal regula-
tion, where the exact meaning of the
term is significant, manufacturers
should qualify any reference to “‘in-
fant’ to indicate whether it refers to a
child who is not more than 1 year of
age, or a child not more than 2 years of
age.

[40 FR 13998, Mar. 27, 1975, as amended at 42
FR 14091, Mar. 15, 1977; 44 FR 16006, Mar. 16,
1979]

§201.20 Declaration of presence of
FD&C Yellow No. 5 and/or FD&C
Yellow No. 6 in certain drugs for
human use.

(a) The label for over-the-counter and
prescription drug products intended for
human use administered orally, na-
sally, rectally, or vaginally, or for use
in the area of the eye, containing
FD&C Yellow No. 5 as a color additive
using the names FD&C Yellow No. 5
and tartrazine. The labeling for over-
the-counter and prescription drug prod-
ucts shall bear a statement such as
“Contains FD&C Yellow No. 5
(tartrazine) as a color additive” or
““Contains color additives including
FD&C Yellow No. 5 (tartrazine)”. The
labels of certain drug products subject
to this labeling requirement that are
also cosmetics, such as antibacterial
mouthwashes and fluoride toothpastes,
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need not comply with this requirement
provided they comply with the require-
ments of §701.3 of this chapter.

(b) For prescription drugs for human
use containing FD&C Yellow No. 5 that
are administered orally, nasally,
vaginally, or rectally, or for use in the
area of the eye, the labeling required
by §201.100(d) shall bear the warning
statement ““This product contains
FD&C Yellow No. 5 (tartrazine) which
may cause allergic-type reactions (in-
cluding bronchial asthma) in certain
susceptible persons. Although the over-
all incidence of FD&C Yellow No. 5
(tartrazine) sensitivity in the general
population is low, it is frequently seen
in patients who also have aspirin
hypersensitivity.”” This warning state-
ment shall appear in the “Precautions”
section of the labeling.

(c) The label for over-the-counter
drug products intended for human use
administered orally, nasally, rectally,
or vaginally containing FD&C Yellow
No. 6 shall specifically declare the
presence of FD&C Yellow No. 6 by list-
ing the color additive using the name
FD&C Yellow No. 6. The labeling for
over-the-counter and prescription drug
products containing FD&C Yellow No.
6 shall declare the presence of FD&C
Yellow No. 6. The labels of certain drug
products subject to this labeling re-
quirement that are also cosmetics,
such as antibacterial mouthwashes and
fluoride toothpastes, need not comply
with this requirement provided they
comply with the requirements of §701.3
of this chapter.

[45 FR 60422, Sept. 12, 1980, as amended at 51
FR 41783, Nov. 19, 1986; 52 FR 21509, June 8,
1987; 59 FR 60898, Nov. 29, 1994]

EFFECTIVE DATE NOTE: At 53 FR 49138, Dec.
6, 1988, §201.20(c) was suspended pending fur-
ther agency action.

§201.21 Declaration of presence of
phenylalanine as a component of
aspartame in over-the-counter and
prescription drugs for human use.

(a) Aspartame is the methylester of a
dipeptide composed of two amino acids,
phenylalanine and aspartic acid. When
these two amino acids are so combined
to form aspartame (1-methyl N-L-a-
aspartyl-L-phenylalanine), they
produce an intensely sweet-tasting sub-
stance, approximately 180 times as
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sweet as sucrose. The Food and Drug
Administration has determined that
aspartame when used at a level no
higher than reasonably required to per-
form its intended technical function is
safe for use as an inactive ingredient in
human drug products, provided persons
with phenylketonuria, who must re-
strict carefully their phenylalanine in-
take, are alerted to the presence of
phenylalanine in the drug product and
the amount of the ingredient in each
dosage unit.

(b) The label and labeling of all over-
the-counter human drug products con-
taining aspartame as an inactive ingre-
dient shall bear a statement to the fol-
lowing effect: Phenylketonurics: Con-
tains Phenylalanine (_)mg Per (Dos-
age Unit).

(c) The package labeling and other
labeling providing professional use in-
formation concerning prescription
drugs for human use containing aspar-
tame as an inactive ingredient shall
bear a statement to the following ef-
fect under the ‘“‘Precautions’ section of
the labeling, as required in §201.57(f)(2):
Phenylketonurics: Contains
Phenylalanine (_)mg Per (Dosage
Unit).

(d) Holders of approved new drug ap-
plications who reformulate their drug
products under the provisions of this
section shall submit supplements under
§314.70 of this chapter to provide for
the new composition and the labeling
changes.

(Approved by the Office of Management and
Budget under control number 0910-0242)

[52 FR 2111, Jan. 20, 1987; 52 FR 12152, April
15, 1987; 53 FR 4135, Feb. 12, 1988]

§201.22 Prescription drugs containing
sulfites; required warning state-
ments.

(a) Sulfites are chemical substances
that are added to certain drug products
to inhibit the oxidation of the active
drug ingredient. Oxidation of the ac-
tive drug ingredient may result in in-
stability and a loss of potency of the
drug product. Examples of specific sul-
fites used to inhibit this oxidation
process include sodium bisulfite, so-
dium metabisulfite, sodium sulfite, po-
tassium  bisulfite, and potassium
metabisulfite. Recent studies have
demonstrated that sulfites may cause
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allergic-type reactions in certain sus-
ceptible persons, especially asthmatics.
The labeling for any prescription drug
product to which sulfites have been
added as an inactive ingredient, regard-
less of the amount added, must bear
the warning specified in paragraph (b)
or (c) of this section.

(b) The labeling required by §§201.57
and 201.100(d) for prescription drugs for
human use containing a sulfite, except
epinephrine for injection when in-
tended for use in allergic or other
emergency situations, shall bear the
warning statement ‘‘Contains (insert
the name of the sulfite, e.g., sodium
metabisulfite), a sulfite that may cause
allergic-type reactions including
anaphylactic symptoms and life-
threatening or less severe asthmatic
episodes in certain susceptible people.
The overall prevalence of sulfite sensi-
tivity in the general population is un-
known and probably low. Sulfite sensi-
tivity is seen more frequently in asth-
matic than in nonasthmatic people.”
This statement shall appear in the
“Warnings’’ section of the labeling.

(c) The labeling required by §§201.57
and 201.100(d) for sulfite-containing epi-
nephrine for injection for use in aller-
gic emergency situations shall bear the
warning statement ‘“‘Epinephrine is the
preferred treatment for serious allergic
or other emergency situations even
though this product contains (insert the
name of the sulfite, e.g., sodium
metabisulfite), a sulfite that may in
other products cause allergic-type re-
actions including anaphylactic symp-
toms or life-threatening or less severe
asthmatic episodes in certain suscep-
tible persons. The alternatives to using
epinephrine in a life-threatening situa-
tion may not be satisfactory. The pres-
ence of a sulfite(s) in this product
should not deter administration of the
drug for treatment of serious allergic
or other emergency situations.” This
statement shall appear in the ‘““Warn-
ings’’ section of the labeling.

[51 FR 43904, Dec. 5, 1986]

§201.23 Required pediatric studies.

(@) A manufacturer of a marketed
drug product, including a biological
drug product, that is used in a substan-
tial number of pediatric patients, or
that provides a meaningful therapeutic
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benefit over existing treatments for pe-
diatric patients, as defined in
§§314.55(c)(5) and 601.27(c)(5) of this
chapter, but whose label does not pro-
vide adequate information to support
its safe and effective use in pediatric
populations for the approved indica-
tions may be required to submit an ap-
plication containing data adequate to
assess whether the drug product is safe
and effective in pediatric populations.
The application may be required to
contain adequate evidence to support
dosage and administration in some or
all pediatric subpopulations, including
neonates, infants, children, and adoles-
cents, depending upon the known or ap-
propriate use of the drug product in
such subpopulations. The applicant
may also be required to develop a pedi-
atric formulation for a drug product
that represents a meaningful thera-
peutic benefit over existing therapies
for pediatric populations for whom a
pediatric formulation is necessary, un-
less the manufacturer demonstrates
that reasonable attempts to produce a
pediatric formulation have failed.

(b) The Food and Drug Administra-
tion (FDA) may by order, in the form
of a letter, after notifying the manu-
facturer of its intent to require an as-
sessment of pediatric safety and effec-
tiveness of a pediatric formulation, and
after offering an opportunity for a
written response and a meeting, which
may include an advisory committee
meeting, require a manufacturer to
submit an application containing the
information or request for approval of
a pediatric formulation described in
paragraph (a) of this section within a
time specified in the order, if FDA
finds that:

(1) The drug product is used in a sub-
stantial number of pediatric patients
for the labeled indications and the ab-
sence of adequate labeling could pose
significant risks to pediatric patients;
or

(2) There is reason to believe that the
drug product would represent a mean-
ingful therapeutic benefit over existing
treatments for pediatric patients for
one or more of the claimed indications,
and the absence of adequate labeling
could pose significant risks to pedi-
atric patients.
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(c)(1) An applicant may request a full
waiver of the requirements of para-
graph (a) of this section if the appli-
cant certifies that:

(i) Necessary studies are impossible
or highly impractical because, e.g., the
number of such patients is so small or
geographically dispersed, or

(ii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in all pediatric age
groups.

(2) An applicant may request a par-
tial waiver of the requirements of para-
graph (a) of this section with respect to
a specified pediatric age group, if the
applicant certifies that:

(i) The product:

(A) Does not represent a meaningful
therapeutic benefit over existing thera-
pies for pediatric patients in that age
group, and

(B) Is not likely to be used in a sub-
stantial number of patients in that age
group, and

(C) The absence of adequate labeling
could not pose significant risks to pedi-
atric patients; or

(ii) Necessary studies are impossible
or highly impractical because, e.g., the
number of patients in that age group is
so small or geographically dispersed, or

(iii) There is evidence strongly sug-
gesting that the product would be inef-
fective or unsafe in that age group, or

(iv) The applicant can demonstrate
that reasonable attempts to produce a
pediatric formulation necessary for
that age group have failed.

(3) FDA shall grant a full or partial
waiver, as appropriate, if the agency
finds that there is a reasonable basis
on which to conclude that one or more
of the grounds for waiver specified in
paragraphs (c)(2) or (c)(3) of this sec-
tion have been met. If a waiver is
granted on the ground that it is not
possible to develop a pediatric formula-
tion, the waiver will cover only those
pediatric age groups requiring that for-
mulation. If a waiver is granted be-
cause there is evidence that the prod-
uct would be ineffective or unsafe in
pediatric populations, this information
will be included in the product’s label-
ing.

(d) If a manufacturer fails to submit
a supplemental application containing
the information or request for approval
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of a pediatric formulation described in
paragraph (a) of this section within the
time specified by FDA, the drug prod-
uct may be considered misbranded or
an unapproved new drug or unlicensed
biologic.

[63 FR 66668, Dec. 2, 1998]

Subpart B—Labeling Requirements
for Prescription Drugs and/or
Insulin

§201.50 Statement of identity.

(a) The label of prescription and insu-
lin-containing drugs in package form
shall bear as one of its principal fea-
tures a statement of the identity of the
drug.

(b) Such statement of identity shall
be in terms of the established name of
the drug. In the case of a prescription
drug that is a mixture and that has no
established name, the requirement for
statement of identity shall be deemed
to be satisfied by a listing of the quan-
titative ingredient information as pre-
scribed by §201.10.

(c) The statement of identity of a
prescription drug shall also comply
with the placement, size and promi-
nence requirements of §201.10.

[40 FR 13998, Mar. 27, 1975, as amended at 63
FR 26698, May 13, 1998]

§201.51 Declaration of net quantity of
contents.

(a) The label of a prescription or in-
sulin-containing drug in package form
shall bear a declaration of the net
quantity of contents. This shall be ex-
pressed in the terms of weight, meas-
ure, numerical count, or a combination
of numerical count and weight or
measure. The statement of quantity of
drugs in tablet, capsule, ampule, or
other unit dosage form shall be ex-
pressed in terms of numerical count;
the statement of quantity for drugs in
other dosage forms shall be in terms of
weight if the drug is solid, semi-solid,
or viscous, or in terms of fluid measure
if the drug is liquid. When the drug
quantity statement is in terms of the
numerical count of the drug units, it
shall be augmented to give the weight
or measure of the drug units or the
quantity of each active ingredient in
each drug unit or, when quantity does
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not accurately reflect drug potency, a
statement of the drug potency.

(b) Statements of weight of the con-
tents shall in the case of prescription
drugs be expressed in terms of avoirdu-
pois pound, ounce, and grain or of Kkilo-
gram, gram, and subdivisions thereof.
A statement of liquid measure of the
contents shall in the case of prescrip-
tion drugs be expressed in terms of the
U.S. gallon of 231 cubic inches and
quart, pint, fluid-ounce, and fluid-dram
subdivisions thereof, or of the liter and
milliliter, or cubic centimeter, and
shall express the volume at 68 °F. (20
°C.). A statement of the liquid measure
of the contents in the case of insulin-
containing drugs shall be expressed in
terms of the liter and milliliter, or
cubic centimeter, and shall express the
volume at 68 °F. (20 °C.).

(c) The declaration shall contain only
such fractions as are generally used in
expressing the quantity of the drug. A
common fraction shall be reduced to
its lowest terms; a decimal fraction
shall not be carried out to more than
three places, except in the case of a
statement of the quantity of an active
ingredient in a unit of a drug.

(d) The declaration shall appear as a
distinct item on the label and, in the
case of large volume parenterals, may
be embossed on the glass.

(e) The declaration shall accurately
reveal the quantity of drug in the
package exclusive of wrappers and
other material packed therewith.

(f) A statement of the quantity of a
prescription or insulin-containing drug
in terms of weight or measure applica-
ble to such drug, under the provisions
of paragraph (a) of this section, shall
express with prominence and conspicu-
ousness the number of the largest
whole unit, as specified in paragraph
(b) of this section, that are contained
in the package. Any remainder shall be
expressed in terms of common or dec-
imal fractions of such unit or in terms
of the next smaller whole unit and
common or decimal fractions thereof.

(g) The declaration of net quantity of
contents shall express an accurate
statement of the quantity of contents
of the package. Reasonable variations
caused by loss or gain of moisture dur-
ing the course of good distribution
practice or by unavoidable deviations
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in good manufacturing practice will be
recognized. Variations from stated
quantity of contents shall not be un-
reasonably large. In the case of a liquid
drug in ampules or vials, intended for
injection, the declaration shall be con-
sidered to express the minimum quan-
tity and the variation above the stated
measure shall comply with the excess
volume prescribed by the National For-
mulary or the U.S. Pharmacopeia for
filling of ampules. In the case of a solid
drug in ampules or vials, the declara-
tion shall be considered to express the
accurate net weight. Variations shall
comply with the limitations provided
in the U.S. Pharmacopeia or the Na-
tional Formulary.

(h) A drug shall be exempt from com-
pliance with the net quantity declara-
tion required by this section if it is an
ointment labeled ‘‘sample’”, ‘‘physi-
cian’s sample”, or a substantially simi-
lar statement and the contents of the
package do not exceed 8 grams.

§201.55 Statement of dosage.

Section 201.100(b)(2) requires that la-
bels for prescription drugs bear a state-
ment of the recommended or usual dos-
age. Since the dosage for some pre-
scription drugs varies within extremely
wide limits, depending upon the condi-
tions being treated, it may not be pos-
sible in all cases to present an inform-
ative or useful statement of the rec-
ommended or usual dosage in the space
available on the label or carton of the
package. It is the view of the Food and
Drug Administration that when such a
situation prevails, compliance with
this requirement would be met by a
statement such as ‘‘See package insert
for dosage information’, where the de-
tailed information is contained in such
insert. However, if an informative, re-
alistic, recommended or usual dosage
can readily be set forth on the label, it
should appear thereon.

§201.56 General requirements on con-
tent and format of labeling for
human prescription drugs.

Prescription drug labeling described
in §201.100(d) shall contain the informa-
tion in the format required by §201.57
and shall meet the following general
requirements:
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(a) The labeling shall contain a sum-
mary of the essential scientific infor-
mation needed for the safe and effec-
tive use of the drug.

(b) The labeling shall be informative
and accurate and neither promotional
in tone nor false or misleading in any
particular.

(c) The labeling shall be based when-
ever possible on data derived from
human experience. No implied claims
or suggestions of drug use may be made
if there is inadequate evidence of safe-
ty or a lack of substantial evidence of
effectiveness. Conclusions based on
animal data but necessary for safe and
effective use of the drug in humans
shall be identified as such and included
with human data in the appropriate
section of the labeling, headings for
which are listed in paragraph (d) of this
section.

(d)(1) The labeling shall contain spe-
cific information required under §201.57
under the following section headings
and in the following order:

Description.

Clinical Pharmacology.
Indications and Usage.
Contraindications.
Warnings.

Precautions.

Adverse Reactions.

Drug Abuse and Dependence.
Overdosage.

Dosage and Administration.
How Supplied.

(2) The labeling may contain the fol-
lowing additional section headings if
appropriate and if in compliance with
§201.57 (I) and (m):

Animal Pharmacology and/or Animal Toxi-
cology.

Clinical Studies.

References.

(3) The labeling may omit any sec-
tion or subsection of the labeling for-
mat if clearly inapplicable.

(4) The labeling may contain a
“Product Title” section preceding the
“Description’ section and containing
only the information required by
§201.57(a)(1)(i), (ii), (iii), and (iv) and
§201.100(e). The information required
by §201.57(a)(1)(i), (ii), (iii), and (iv)
shall appear in the ‘“‘Description’ sec-
tion of the labeling, whether or not it
also appears in a ““Product Title.”
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(e) The labeling shall contain the
date of the most recent revision of the
labeling, identified as such, placed
prominently immediately after the last
section of the labeling.

[44 FR 37462, June 26, 1979]

§201.57 Specific requirements on con-
tent and format of labeling for
human prescription drugs.

Each section heading listed in
§201.56(d), if not omitted under
§201.56(d)(3), shall contain the fol-
lowing information in the following
order:

(a) Description. (1) Under this section
heading, the labeling shall contain:

(i) The proprietary name and the es-
tablished name, if any, as defined in
section 502(e)(2) of the act, of the drug;

(ii) The type of dosage form and the
route of administration to which the
labeling applies;

(iii) The same qualitative and/or
quantitative ingredient information as
required under §201.100(b) for labels;

(iv) If the product is sterile, a state-
ment of that fact;

(v) The pharmacological
peutic class of the drug;

(vi) The chemical name and struc-
tural formula of the drug;

(vii) If the product is radioactive, a
statement of the important nuclear
physical characteristics, such as the
principal radiation emission data, ex-
ternal radiation, and physical decay
characteristics.

(2) If appropriate, other important
chemical or physical information, such
as physical constants, or pH, shall be
stated.

(b) Clinical Pharmacology. (1) Under
this section heading, the labeling shall
contain a concise factual summary of
the clinical pharmacology and actions
of the drug in humans. The summary
may include information based on in
vitro and/or animal data if the infor-
mation is essential to a description of
the biochemical and/or physiological
mode of action of the drug or is other-
wise pertinent to human therapeutics.
Pharmacokinetic information that is
important to safe and effective use of
the drug is required, if known, e.g., de-
gree and rate of absorption, pathways
of biotransformation, percentage of

or thera-
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dose as unchanged drug and metabo-
lites, rate or half-time of elimination,
concentration in body fluids associated
with therapeutic and/or toxic effects,
degree of binding to plasma proteins,
degree of uptake by a particular organ
or in the fetus, and passage across the
blood brain barrier. Inclusion of phar-
macokinetic information is restricted
to that which relates to clinical use of
the drug. If the pharmacological mode
of action of the drug is unknown or if
important metabolic or pharmaco-
kinetic data in humans are unavail-
able, the labeling shall contain a state-
ment about the lack of information.

(2) Data that demonstrate activity or
effectiveness in in vitro or animal tests
and that have not been shown by ade-
quate and well-controlled clinical stud-
ies to be pertinent to clinical use may
be included under this section of the la-
beling only under the following cir-
cumstances:

(i) In vitro data for anti-infective
drugs may be included if the data are
immediately preceded by the state-
ment “The following in vitro data are
available but their clinical significance
is unknown.”’

(ii) For other classes of drugs, in
vitro and animal data that have not
been shown by adequate and well-con-
trolled clinical studies, as defined in
§314.126(b) of this chapter, to be perti-
nent to clinical use may be used only if
a waiver is granted under §201.58 or
§314.126(b) of this chapter.

(c) Indications and Usage. (1) Under
this section heading, the labeling shall
state that:

(i) The drug is indicated in the treat-
ment, prevention, or diagnosis of a rec-
ognized disease or condition, e.g., peni-
cillin is indicated for the treatment of
pneumonia due to susceptible
pneumococci; and/or

(i) The drug is indicated for the
treatment, prevention, or diagnosis of
an important manifestation of a dis-
ease or condition, e.g., chlorothiazide
is indicated for the treatment of edema
in patients with congestive heart fail-
ure; and/or

(iii) The drug is indicated for the re-
lief of symptoms associated with a dis-
ease or syndrome, e.g.,
chlorpheniramine is indicated for the
symptomatic relief of nasal congestion
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in patients with vasomotor rhinitis;
and/or

(iv) The drug, if used for a particular
indication only in conjuction with a
primary mode of therapy, e.g., diet,
surgery, or some other drug, is an ad-
junct to the mode of therapy.

(2) All indications shall be supported
by substantial evidence of effectiveness
based on adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless the requirement is
waived under §201.58 or §314.126(b) of
this chapter.

(3) This section of the labeling shall
also contain the following additional
information:

(i) If evidence is available to support
the safety and effectiveness of the drug
only in selected subgroups of the larger
population with a disease, syndrome,
or symptom under consideration, e.g.,
patients with mild disease or patients
in a special age group, the labeling
shall describe the available evidence
and state the limitations of usefulness
of the drug. The labeling shall also
identify specific tests needed for selec-
tion or monitoring of the patients who
need the drug, e.g., microbe suscepti-
bility tests. Information on the approx-
imate kind, degree, and duration of im-
provement to be anticipated shall be
stated if available and shall be based
on substantial evidence derived from
adequate and well-controlled studies as
defined in §314.126(b) of this chapter
unless the requirement is waived under
§201.58 or §314.126(b) of this chapter. If
the information is relevant to the rec-
ommended intervals between doses, the
usual duration of treatment, or any
modification of dosage, it shall be stat-
ed in the ‘“Dosage and Administration”
section of the labeling and referenced
in this section.

(ii) If safety considerations are such
that the drug should be reserved for
certain situations, e.g., cases refrac-
tory to other drugs, this information
shall be stated in this section.

(iii) If there are specific conditions
that should be met before the drug is
used on a long-term basis, e.g., dem-
onstration of responsiveness to the
drug in a short-term trial, the labeling
shall identify the conditions; or, if the
indications for long-term use are dif-
ferent from those for short-term use,
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the labeling shall identify the specific
indications for each use.

(iv) If there is a common belief that
the drug may be effective for a certain
use or if there is a common use of the
drug for a condition, but the prepon-
derance of evidence related to the use
or condition shows that the drug is in-
effective, the Food and Drug Adminis-
tration may require that the labeling
state that there is a lack of evidence
that the drug is effective for that use
or condition.

(v) Any statements comparing the
safety or effectiveness, either greater
or less, of the drug with other agents
for the same indication shall be sup-
ported by adequate and well-controlled
studies as defined in §314.126(b) of this
chapter unless this requirement is
waived under §201.58 or §314.126(b) of
this chapter.

(d) Contraindications. Under this sec-
tion heading, the labeling shall de-
scribe those situations in which the
drug should not be used because the
risk of use clearly outweighs any pos-
sible benefit. These situations include
administration of the drug to patients
known to have a hypersensitivity to it;
use of the drug in patients who, be-
cause of their particular age, sex, con-
comitant therapy, disease state, or
other condition, have a substantial
risk of being harmed by it; or contin-
ued use of the drug in the face of an un-
acceptably hazardous adverse reaction.
Known hazards and not theoretical pos-
sibilities shall be listed, e.g., if hyper-
sensitivity to the drug has not been
demonstrated, it should not be listed as
a contraindication. If no contraindica-
tions are known, this section of the la-
beling shall state ‘“None known.”’

(e) Warnings. Under this section head-
ing, the labeling shall describe serious
adverse reactions and potential safety
hazards, limitations in use imposed by
them, and steps that should be taken if
they occur. The labeling shall be re-
vised to include a warning as soon as
there is reasonable evidence of an asso-
ciation of a serious hazard with a drug;
a causal relationship need not have
been proved. A specific warning relat-
ing to a use not provided for under the
“Indications and Usage’ section of the
labeling may be required by the Food
and Drug Administration if the drug is
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commonly prescribed for a disease or
condition, and there is lack of substan-
tial evidence of effectivenes for that
disease or condition, and such usage is
associated with serious risk or hazard.
Special problems, particularly those
that may lead to death or serious in-
jury, may be required by the Food and
Drug Administration to be placed in a
prominently displayed box. The boxed
warning ordinarily shall be based on
clinical data, but serious animal tox-
icity may also be the basis of a boxed
warning in the absence of clinical data.
If a boxed warning is required, its loca-
tion will be specified by the Food and
Drug Administration. The frequency of
these serious adverse reactions and, if
known, the approximate mortality and
morbidity rates for patients sustaining
the reaction, which are important to
safe and effective use of the drug, shall
be expressed as provided under the
‘“Adverse Reactions’ section of the la-
beling.

(f) Precautions. Under this section
heading, the labeling shall contain the
following subsections as appropriate
for the drug:

(1) General. This subsection of the la-
beling shall contain information re-
garding any special care to be exer-
cised by the practitioner for safe and
effective use of the drug, e.g., pre-
cautions not required under any other
specific section or subsection of the la-
beling.

(2) Information for patients. This sub-
section of the labeling shall contain in-
formation to be given to patients for
safe and effective use of the drug, e.g.,
precautions concerning driving or the
concomitant use of other substances
that may have harmful additive ef-
fects. Any printed patient information
or Medication Guide required under
this chapter to be distributed to the
patient shall be referred to under the
“Precautions’ section of the labeling
and the full text of such patient infor-
mation or Medication Guide shall be
reprinted at the end of the labeling.
The print size requirements for the
Medication Guide set forth in §208.20 of
this chapter, however, do not apply to
the Medication Guide that is reprinted
in the professional labeling.
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(3) Laboratory tests. This subsection of
the labeling shall identify any labora-
tory tests that may be helpful in fol-
lowing the patient’s response or in
identifying possible adverse reactions.
If appropriate, information shall be
provided on such factors as the range
of normal and abnormal values ex-
pected in the particular situation and
the recommended frequency with
which tests should be done before, dur-
ing, and after therapy.

(4)(i) Drug interactions. This sub-
section of the labeling shall contain
specific practical guidance for the phy-
sician on preventing clinically signifi-
cant drug/drug and drug/food inter-
actions that may occur in vivo in pa-
tients taking the drug. Specific drugs
or classes of drugs with which the drug
to which the labeling applies may
interact in vivo shall be identified, and
the mechanism(s) of the interaction
shall be briefly described. Information
in this subsection of the labeling shall
be limited to that pertaining to clin-
ical use of the drug in patients. Drug
interactions supported only by animal
or in vitro experiments may not ordi-
narily be included, but animal or in
vitro data may be used if shown to be
clinically relevant. Drug incompati-
bilities, i.e., drug interactions that
may occur when drugs are mixed in
vitro, as in a solution for intravenous
administration, shall be discussed
under the ‘“Dosage and Administra-
tion” section of the labeling rather
than under this subsection of the label-
ing.

(ii) Drug/laboratory test interactions.
This subsection of the labeling shall
contain practical guidance on known
interference of the drug with labora-
tory tests.

(5) Carcinogenesis, mutagenesis, impair-
ment of fertility. This subsection of the
labeling shall state whether long-term
studies in animals have been performed
to evaluate carcinogenic potential and,
if so, the species and results. If repro-
duction studies or other data in ani-
mals reveal a problem or potential
problem concerning mutagenesis or im-
pairment of fertility in either males or
females, the information shall be de-
scribed. Any precautionary statement
on these topics shall include practical,
relevant advice to the physician on the
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significance of these animal findings. If
there is evidence from human data that
the drug may be carcinogenic or muta-
genic or that it impairs fertility, this
information shall be included under the
“Warnings’’ section of the labeling.
Also, under ‘‘Precautions,” the label-
ing shall state: ““‘See ‘Warnings’ section
for information on carcinogenesis,
mutagenesis, and impairment of fer-
tility.”

(6) Pregnancy. This subsection of the
labeling may be omitted only if the
drug is not absorbed systemically and
the drug is not known to have a poten-
tial for indirect harm to the fetus. For
all other drugs, this subsection of the
labeling shall contain the following in-
formation:

(i) Teratogenic effects. Under this
heading the labeling shall identify one
of the following categories that applies
to the drug, and the labeling shall bear
the statement required under the cat-
egory:

(a) Pregnancy category A. If adequate
and well-controlled studies in pregnant
women have failed to demonstrate a
risk to the fetus in the first trimester
of pregnancy (and there is no evidence
of a risk in later trimesters), the label-
ing shall state: ‘““Pregnancy Category
A. Studies in pregnant women have not
shown that (name of drug) increases the
risk of fetal abnormalities if adminis-
tered during the first (second, third, or
all) trimester(s) of pregnancy. If this
drug is used during pregnancy, the pos-
sibility of fetal harm appears remote.
Because studies cannot rule out the
possibility of harm, however, (name of
drug) should be used during pregnancy
only if clearly needed.” The labeling
shall also contain a description of the
human studies. If animal reproduction
studies are available and they fail to
demonstrate a risk to the fetus, the la-
beling shall also state: ‘‘Reproduction
studies have been performed in (kinds
of animal(s)) at doses up to (x) times the
human dose and have revealed no evi-
dence of impaired fertility or harm to
the fetus due to (name of drug).”” The
labeling shall also contain a descrip-
tion of available data on the effect of
the drug on the later growth, develop-
ment, and functional maturation of the
child.
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(b) Pregnancy category B. If animal re-
production studies have failed to dem-
onstrate a risk to the fetus and there
are no adequate and well-controlled
studies in pregnant women, the label-
ing shall state: ‘““Pregnancy Category
B. Reproduction studies have been per-
formed in (kind(s) of animal(s)) at doses
up to (x) times the human dose and
have revealed no evidence of impaired
fertility or harm to the fetus due to
(name of drug). There are, however, no
adequate and well-controlled studies in
pregnant women. Because animal re-
production studies are not always pre-
dictive of human response, this drug
should be used during pregnancy only
if clearly needed.” If animal reproduc-
tion studies have shown an adverse ef-
fect (other than decrease in fertility),
but adequate and well-controlled stud-
ies in pregnant women have failed to
demonstrate a risk to the fetus during
the first trimester of pregnancy (and
there is no evidence of a risk in later
trimesters), the labeling shall state:
“Pregnancy Category B. Reproduction
studies in (kind(s) of animal(s)) have
shown (describe findings) at (x) times
the human dose. Studies in pregnant
women, however, have not shown that
(name of drug) increases the risk of ab-
normalities when administered during
the first (second, third, or all) tri-
mester(s) of pregnancy. Despite the
animal findings, it would appear that
the possibility of fetal harm is remote,
if the drug is used during pregnancy.
Nevertheless, because the studies in
humans cannot rule out the possibility
of harm, (name of drug) should be used
during pregnancy only if clearly need-
ed.” The labeling shall also contain a
description of the human studies and a
description of available data on the ef-
fect of the drug on the later growth,
development, and functional matura-
tion of the child.

(c) Pregnancy category C. If animal re-
production studies have shown an ad-
verse effect on the fetus, if there are no
adequate and well-controlled studies in
humans, and if the benefits from the
use of the drug in pregnant women may
be acceptable despite its potential
risks, the labeling shall state: ‘‘Preg-
nancy Category C. (Name of drug) has
been shown to be teratogenic (or to
have an embryocidal effect or other ad-
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verse effect) in (name(s) of species) when
given in doses (x) times the human
dose. There are no adequate and well-
controlled studies in pregnant women.
(Name of drug) should be used during
pregnancy only if the potential benefit
justifies the potential risk to the
fetus.”” The labeling shall contain a de-
scription of the animal studies. If there
are no animal reproduction studies and
no adequate and well-controlled studies
in humans, the labeling shall state:
“Pregnancy Category C. Animal repro-
duction studies have not been con-
ducted with (name of drug). It is also
not known whether (name of drug) can
cause fetal harm when administered to
a pregnant woman or can affect repro-
duction capacity. (Name of drug) should
be given to a pregnant woman only if
clearly needed.” The labeling shall
contain a description of any available
data on the effect of the drug on the
later growth, development, and func-
tional maturation of the child.

(d) Pregnancy category D. If there is
positive evidence of human fetal risk
based on adverse reaction data from in-
vestigational or marketing experience
or studies in humans, but the potential
benefits from the use of the drug in
pregnant women may be acceptable de-
spite its potential risks (for example, if
the drug is needed in a life-threatening
situation or serious disease for which
safer drugs cannot be used or are inef-
fective), the labeling shall state:
“Pregnancy Category D. See ‘Warn-
ings’ section.” Under the ‘‘Warnings”
section, the labeling states: ‘‘(Name of
drug) can cause fetal harm when ad-
ministered to a pregnant woman.
(Describe the human data and any perti-
nent animal data.) If this drug is used
during pregnancy, or if the patient be-
comes pregnant while taking this drug,
the patient should be apprised of the
potential hazard to the fetus.”

(e) Pregnancy category X. If studies in
animals or humans have demonstrated
fetal abnormalities or if there is posi-
tive evidence of fetal risk based on ad-
verse reaction reports from investiga-
tional or marketing experience, or
both, and the risk of the use of the
drug in a pregnant woman clearly out-
weighs any possible benefit (for exam-
ple, safer drugs or other forms of ther-
apy are available), the labeling shall
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state: ‘“‘Pregnancy Category X. See
‘Contraindications’ section.” Under
““Contraindications,” the labeling shall
state: ““(Name of drug) may (can) cause
fetal harm when administered to a
pregnant woman. (Describe the human
data and any pertinant animal data.)
(Name of drug) is contraindicated in
women who are or may become preg-
nant. If this drug is used during preg-
nancy, or if the patient becomes preg-
nant while taking this drug, the pa-
tient should be apprised of the poten-
tial hazard to the fetus.”

(ii) Nonteratogenic effects. Under this
heading the labeling shall contain
other information on the drug’s effects
on reproduction and the drug’s use dur-
ing pregnancy that is not required spe-
cifically by one of the pregnancy cat-
egories, if the information is relevant
to the safe and effective use of the
drug. Information required under this
heading shall include nonteratogenic
effects in the fetus or newborn infant
(for example, withdrawal symptoms or
hypoglycemia) that may occur because
of a pregnant woman’s chronic use of
the drug for a preexisting condition or
disease.

(7) Labor and delivery. If the drug has
a recognized use during labor or deliv-
ery (vaginal or abdominal delivery),
whether or not the use is stated in the
indications section of the labeling, this
subsection of the labeling shall de-
scribe the available information about
the effect of the drug on the mother
and the fetus, on the duration of labor
or delivery, on the possibility that for-
ceps delivery or other intervention or
resuscitation of the newborn will be
necessary, and the effect of the drug on
the later growth, development, and
functional maturation of the child. If
any information required under this
subsection is unknown, this subsection
of the labeling shall state that the in-
formation is unknown.

(8) Nursing mothers. (i) If a drug is ab-
sorbed systemically, this subsection of
the labeling shall contain, if known, in-
formation about excretion of the drug
in human milk and effects on the nurs-
ing infant. Pertinent adverse effects
observed in animal offspring shall be
described.

(ii) If a drug is absorbed systemically
and is known to be excreted in human

25

§201.57

milk, this subsection of the labeling
shall contain one of the following
statements, as appropriate. If the drug
is associated with serious adverse reac-
tions or if the drug has a known
tumorigenic potential, the labeling
shall state: ‘“‘Because of the potential
for serious adverse reactions in nursing
infants from (name of drug) (or, ‘‘Be-
cause of the potential for
tumorigenicity shown for (name of
drug) in (animal or human) studies), a
decision should be made whether to
discontinue nursing or to discontinue
the drug, taking into account the im-
portance of the drug to the mother.” If
the drug is not associated with serious
adverse reactions and does not have a
known tumorigenic potential, the la-
beling shall state: ‘‘Caution should be
exercised when (name of drug) is admin-
istered to a nursing woman.”’

(iii) If a drug is absorbed system-
ically and information on excretion in
human milk is unknown, this sub-
section of the labeling shall contain
one of the following statements, as ap-
propriate. If the drug is associated with
serious adverse reactions or has a
known tumorigenic potential, the la-
beling shall state: ““It is not known
whether this drug is excreted in human
milk. Because many drugs are excreted
in human milk and because of the po-
tential for serious adverse reactions in
nursing infants from (name of drug) (or,
‘““Because of the potential for
tumorigenicity shown for (name of
drug) in (animal or human) studies), a
decision should be made whether to
discontinue nursing or to discontinue
the drug, taking into account the im-
portance of the drug to the mother.” If
the drug is not associated with serious
adverse reactions and does not have a
known tumorigenic potential, the la-
beling shall state: ““It is not known
whether this drug is excreted in human
milk. Because many drugs are excreted
in human milk, caution should be exer-
cised when (name of drug) is adminis-
tered to a nursing woman.”’

(9) Pediatric use. (i) Pediatric popu-
lation(s)/pediatric patient(s): For the
purposes of paragraphs (VIO
through (f)(9)(viii) of this setion, the
terms pediatric population(s) and pedi-
atric patient(s) are defined as the pedi-
atric age group, from birth to 16 years,
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including age groups often called neo-
nates, infants, children, and adoles-
cents.

(ii) If there is a specific pediatric in-
dication (i.e., an indication different
from those approved for adults) that is
supported by adequate and well-con-
trolled studies in the pediatric popu-
lation, it shall be described under the
“Indications and Usage’ section of the
labeling, and appropriate pediatric dos-
age information shall be given under
the “Dosage and Administration’ sec-
tion of the labeling. The ‘‘Pediatric
use’’ subsection shall cite any limita-
tions on the pediatric indication, need
for specific monitoring, specific haz-
ards associated with use of the drug in
any subsets of the pediatric population
(e.g., neonates), differences between pe-
diatric and adult responses to the drug,
and other information related to the
safe and effective pediatric use of the
drug. Data summarized in this sub-
section of the labeling should be dis-
cussed in more detail, if appropriate,
under the ‘“‘Clinical Pharmacology’ or
“Clinical Studies’ section. As appro-
priate, this information shall also be
contained in the ‘‘Contraindications,”
“Warnings,”” and elsewhere in the
“Precautions’ sections.

(iii) If there are specific statements
on pediatric use of the drug for an indi-
cation also approved for adults that are
based on adequate and well-controlled
studies in the pediatric population,
they shall be summarized in the “Pedi-
atric use’” subsection of the labeling
and discussed in more detail, if appro-

priate, under the ‘‘Clinical Pharma-
cology” and “Clinical Studies’” sec-
tions. Appropriate pediatric dosage

shall be given under the ‘‘Dosage and
Administration’ section of the label-
ing. The ““Pediatric use” subsection of
the labeling shall also cite any limita-
tions on the pediatric use statement,
need for specific monitoring, specific
hazards associated with use of the drug
in any subsets of the pediatric popu-
lation (e.g., neonates), differences be-
tween pediatric and adult responses to
the drug, and other information related
to the safe and effective pediatric use
of the drug. As appropriate, this infor-
mation shall also be contained in the
““Contraindications,” ‘“Warnings,” and
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elsewhere in the ‘“Precautions”
tions.

(iv) FDA may approve a drug for pe-
diatric use based on adequate and well-
controlled studies in adults, with other
information supporting pediatric use.
In such cases, the agency will have
concluded that the course of the dis-
ease and the effects of the drug, both
beneficial and adverse, are sufficiently
similar in the pediatric and adult popu-
lations to permit extrapolation from
the adult efficacy data to pediatric pa-
tients. The additional information sup-
porting pediatric use must ordinarily
include data on the pharmacokinetics
of the drug in the pediatric population
for determination of appropriate dos-
age. Other information, such as data
from pharmacodynamic studies of the
drug in the pediatric population, data
from other studies supporting the safe-
ty or effectiveness of the drug in pedi-
atric patients, pertinent premarketing
or postmarketing studies or experi-
ence, may be necessary to show that
the drug can be used safely and effec-
tively in pediatric patients. When a
drug is approved for pediatric use based
on adequate and well-controlled studies
in adults with other information sup-
porting pediatric use, the ‘“‘Pediatric
use’ subsection of the labeling shall
contain either the following statement,
or a reasonable alternative: ‘““The safe-
ty and effectiveness of (drug name) have
been established in the age groups __ to
__ (note any limitations, e.g., no data
for pediatric patients under 2, or only
applicable to certain indications ap-
proved in adults). Use of (drug name) in
these age groups is supported by evi-
dence from adequate and well-con-
trolled studies of (drug name) in adults
with additional data (insert wording
that accurately describes the data sub-
mitted to support a finding of substan-
tial evidence of effectiveness in the pe-
diatric population).” Data summarized
in the preceding prescribed statement
in this subsection of the labeling shall
be discussed in more detail, if appro-
priate, under the ‘Clinical Pharma-
cology” or the ‘“‘Clinical Studies” sec-
tion. For example, pediatric pharmaco-
kinetic or pharmacodynamic studies
and dose-response information should

sec-
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be described in the “‘Clinical Pharma-
cology” section. Pediatric dosing in-
structions shall be included in the
““Dosage and Administration’” section
of the labeling. Any differences be-
tween pediatric and adult responses,
need for specific monitoring, dosing ad-
justments, and any other information
related to safe and effective use of the
drug in pediatric patients shall be cited

briefly in the ‘‘Pediatric use’” sub-
section and, as appropriate, in the
““Contraindications,” “Warnings,”’

“Precautions,” and ‘‘Dosage and Ad-
ministration’ sections.

(v) If the requirements for a finding
of substantial evidence to support a pe-
diatric indication or a pediatric use
statement have not been met for a par-
ticular pediatric population, the “Pedi-
atric use’ subsection of the labeling
shall contain an appropriate statement
such as ““Safety and effectiveness in pe-
diatric patients below the age of ()
have not been established.” If use of
the drug in this pediatric population is
associated with a specific hazard, the
hazard shall be described in this sub-
section of the labeling, or, if appro-
priate, the hazard shall be stated in the
“Contraindications’” or ‘“Warnings”
section of the labeling and this sub-
section shall refer to it.

(vi) If the requirements for a finding
of substantial evidence to support a pe-
diatric indication or a pediatric use
statement have not been met for any
pediatric population, this subsection of
the labeling shall contain the following
statement: ““‘Safety and effectiveness in
pediatric patients have not been estab-
lished.”” If use of the drug in premature
or neonatal infants, or other pediatric
subgroups, is associated with a specific
hazard, the hazard shall be described in
this subsection of the labeling, or, if
appropriate, the hazard shall be stated
in the ‘“‘Contraindications” or ‘“‘Warn-
ings’” section of the labeling and this
subsection shall refer to it.

(vii) If the sponsor believes that none
of the statements described in para-
graphs (f)(9)(ii) through (f)(9)(vi) of this
section is appropriate or relevant to
the labeling of a particular drug, the
sponsor shall provide reasons for omis-
sion of the statements and may pro-
pose alternative statement(s). FDA
may permit use of an alternative state-
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ment if FDA determines that no state-
ment described in those paragraphs is
appropriate or relevant to the drug’s
labeling and that the alternative state-
ment is accurate and appropriate.

(viii) If the drug product contains one
or more inactive ingredients that
present an increased risk of toxic ef-
fects to neonates or other pediatric
subgroups, a special note of this risk
shall be made, generally in the ‘“Con-
traindications,” ‘“Warnings,”” or ‘‘Pre-
cautions’ section.

(10) Geriatric use. (i) A specific geri-
atric indication, if any, that is sup-
ported by adequate and well-controlled
studies in the geriatric population
shall be described under the “Indica-
tions and Usage’ section of the label-
ing, and appropriate geriatric dosage
shall be stated under the ‘“Dosage and
Administration” section of the label-
ing. The “Geriatric use’” subsection
shall cite any limitations on the geri-
atric indication, need for specific moni-
toring, specific hazards associated with
the geriatric indication, and other in-
formation related to the safe and effec-
tive use of the drug in the geriatric
population. Unless otherwise noted, in-
formation contained in the ‘“Geriatric
use’ subsection of the labeling shall
pertain to use of the drug in persons 65
years of age and older. Data summa-
rized in this subsection of the labeling
shall be discussed in more detail, if ap-
propriate, under ‘Clinical Pharma-
cology” or the ‘““Clinical Studies” sec-
tion. As appropriate, this information
shall also be contained in ‘“Contra-
indications,” ““Warnings,” and else-
where in ““Precautions.”

(ii) Specific statements on geriatric
use of the drug for an indication ap-
proved for adults generally, as distin-
guished from a specific geriatric indi-
cation, shall be contained in the ““Geri-
atric use’” subsection and shall reflect
all information available to the spon-
sor that is relevant to the appropriate
use of the drug in elderly patients. This
information includes detailed results
from controlled studies that are avail-
able to the sponsor and pertinent infor-
mation from well-documented studies
obtained from a literature search. Con-
trolled studies include those that are
part of the marketing application and
other relevant studies available to the
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sponsor that have not been previously
submitted in the investigational new
drug application, new drug application,
biological license application, or a sup-
plement or amendment to one of these
applications (e.g., postmarketing stud-
ies or adverse drug reaction reports).
The ‘“‘Geriatric use’ subsection shall
contain the following statement(s) or
reasonable alternative, as applicable,
taking into account available informa-
tion:

(A) If clinical studies did not include
sufficient numbers of subjects aged 65
and over to determine whether elderly
subjects respond differently from
younger subjects, and other reported
clinical experience has not identified
such differences, the *“‘Geriatric use”
subsection shall include the following
statement:

“Clinical studies of (name of drug) did not
include sufficient numbers of subjects aged
65 and over to determine whether they re-
spond differently from younger subjects.
Other reported clinical experience has not
identified differences in responses between
the elderly and younger patients. In general,
dose selection for an elderly patient should
be cautious, usually starting at the low end
of the dosing range, reflecting the greater
frequency of decreased hepatic, renal, or car-
diac function, and of concomitant disease or
other drug therapy.”

(B) If clinical studies (including stud-
ies that are part of marketing applica-
tions and other relevant studies avail-
able to the sponsor that have not been
submitted in the sponsor’s applica-
tions) included enough elderly subjects
to make it likely that differences in
safety or effectiveness between elderly
and younger subjects would have been
detected, but no such differences (in
safety or effectiveness) were observed,
and other reported clinical experience
has not identified such differences, the
““‘Geriatric use’ subsection shall con-
tain the following statement:

Of the total number of subjects in clinical
studies of (name of drug), _ percent were 65
and over, while __ percent were 75 and over.
(Alternatively, the labeling may state the
total number of subjects included in the
studies who were 65 and over and 75 and
over.) No overall differences in safety or ef-
fectiveness were observed between these sub-
jects and younger subjects, and other re-
ported clinical experience has not identified
differences in responses between the elderly
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and younger patients, but greater sensitivity
of some older individuals cannot be ruled
out.

(C) If evidence from clinical studie